All reagents and solvents were reagent grade or were purified by standard methods before use. Column chromatography was carried out on flash silica gel (Sorbent 230-400 mesh).
S-3 (0.050 L, 3x). Organic layers were combined and washed with HCl solution (0.05 ml, 1M, 1x), dried over Na 2 SO 4 and concentrated in vacuo. The title compound was purified using column chromatography with hexane:acetone (3:1) as eluent to yield a yellow oil (0.46 g, 80% yield). 1 To a stirring solution of compound 2 (0.20 g, 0.33 mmol) in a mixture of THF: H 2 O (5.0 ml, 1:1), PPh 3 (0.10 g, 0.39 mmol) was added and the reaction was heated at 40 0 C for 12 h.
The solvent was removed in vacuo and the residue purified by column chromatography to obtain a clear oil. This compound was directly taken to the next step without further purification. To a stirring solution of the crude product (0.18 g, 0.31 mmol) in THF (0.010 L) and TEA (31 mg, 0.31 mmol), di-t-butyl carbonate anhydride (0.10 g, 0.47 mmol) was added.
Reaction mixture was stirred for 12h at rt. The white solid was filtered and the residue was concentrated, dissolved in DCM (25 ml) and washed with HCl (25 ml, 1M, 1x). The organic layer was dried over Na 2 SO 4 and concentrated in vacuo. Product was purified via column chromatography with hexane: acetone (5:1) to yield a clear yellow oil (0.13 g, 60% yield over two steps). 1 
Compound 4:Tert-butyl(7-((3,5-bis(prop-2-yn-1-ylcarbamoyl)phenyl)amino)-7-oxoheptyl)
carbamate.
To a stirring solution of the known spacer (64 mg, 0.26 mmol) in THF (5.0 ml), CDMT (91 S-6 mg, 0.52 mmol) and NMM (52 mg, 0.52 mmol) was added at 0 0 C for 12 h. In a separate flask, the known dimeric scaffold 2 was dissolved in THF (5 ml) with NMM (52 mg, 0.52 mmol)
at 0 o C and added to the activated acid and stirred for 12 h. The reaction mixture was quenched with H 2 O, extracted with EtOAc (10 ml, 3x), dried over Na 2 SO 4 and concentrated in vacuo. The compound was purified using flask chromatography with hexane: acetone (3:1)
to yield a white solid (96 mg, 80% yield). 1 
Compound 5a:
To a stirring solution of 3a (40 mg, 0.06 mmol) in THF/ H 2 O (1.0 ml, 1:1), 4 (9.6 mg, 0.02 mmol) was added. CuSO 4 (10 mg, 0.04 mmol) was added along with sodium L-ascorbate (7.9 mg, 0.04 mmol) and the reaction was stirred at rt for 12 h. Solvent was removed in vacuo and product was purified using flash column chromatography with DCM:MeOH (10:1) to yield 5a (33 mg, 60% yield). 1 
Compound 5b:
To a stirring solution of compound 3b (26 mg, 0.04 mmol) in THF: H 2 O (1.0 ml, 1:1), 4 (8.6 mg, 0.017 mmol) was added. CuSO 4 (7.5 mg, 0.38 mmol) was added with sodium L-ascorbate (6.7 mg, 0.28) and the reaction was stirred for 12 h at rt. Solvent was removed in vacuo and the product was purified using flash column chromatography with DCM:MeOH To a stirring solution of compound 3a (10 mg, 16 µmol) in MeOH(1.0 ml), NaOMe (5.4 M, 0.25 ml) was added. The reaction was stirred for 1 h, neutralized with Dowex H + resin until the pH was 7. The resin was filtered, solvent was removed in vacuo and the residue was re-dissolved in DCM:TFA (1.0 ml, 1:1) and stirred for 1 h and solvent removed in vacuo.
The residue was dissolved in EtOH with calaytic amount of Pd(OH) 2 and stirred for 8 h.
Reaction mixture was filtered and solvent removed, re-dissolved in MeOH (1.0 ml), NaOH (10 mM, 1.0 ml) was added and stirred for 1 h. Dowex H + resin was used to neutralize to pH 7 and solvent was removed and compounds were purified with Bio-Gel P-2 Gel with DI water as solvent (5.0 mg, 75% yield ). 1 
Compound SC5:
To a solution of compound 10a (1.8 mg, 0.29 µmol) in MeOH (5.0 ml), NaOH (0.50 M, 1.0 ml) was added. The solution was stirred at rt for 2 h. The progress of the reaction was monitored by TLC. Upon completion, the reaction mixture was neutralized by H + resin, the suspension was filtered. The filtrate was collected and dried in vacuo. The residue was added to DCM/TFA (5.0 ml, 1:1), the mixture was stirred at rt for 1 h. DCM was removed in vacuo, the product was dissolved in EtOH (5.0 ml), Lindlar catalyst (10%) was added. H 2 gas was bubbled to the solution and stirred at rt for 12 h. The suspension was filtered and the filtrate, which contained product SC5, was collected and crude product was purified by Biogel P2 column to give pure SC5 (1.0 mg, 76%). 1 SC6 was synthesized in a manner similar to that of SC5 using 10b (1.6 mg, .22 µmol) and
the crude product was purified by P2 column to give the SC6 (0.75 mg, 72%). 1 Compound SC8:
